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USPT,JPAB,EPAB,DWPI 11 and (infliximab or etanercept) 8 L14 

USPT,JPAB,EPAB,DWPI 11 same (infliximab or etanercept) 5 L13 

USPT,JPAB,EPAB,DWPI 11 adj 10 (infliximab or etanercept) 4 U2 

USPT JPAB,EPAB,DWPI 11 ad J 10 (re f $2 ° f e , ncephalitis ° f me ™g itis or 4 LI 1 

stroke or epilepsy or neuralgia) 

USPT JPAB EPAB DWPI 11 ^ 10 ( influenza or viral ad J menin g itis or P olio or 6 L10 
' ' ' herpes) 

USPT,JPAB,EPAB,DWPI " ad j 10 ^J^f ° r H™) (trea.$5 or ^ 

' inhibit$4or down adj regulat$4) 

USPT,JPAB,EPAB,DWPI 11 adj 10 (fflV or AIDS or HTLV$) 59 L8 

11 adj 10 (influenza or viral or HIV or encephalitis or 
USPT,JPAB,EPAB,DWPI epilepsy or HTLV-I or reye$2 or neuralgia or herpes 7 1 L7 

or reflex adj sympathetic adj dystrophy or polio) 

11 adj20 (influenza or viral or HIV or encephalitis or 
USPT,JPAB,EPAB,DWPI epilepsy or HTLV-I or reye$2 or neuralgia or herpes 94 L6 

or reflex adj sympathetic adj dystrophy or polio) 

USPT,JPAB,EPAB,DWPI 13 same (infliximab or etanercept) 0 L5 

USPT,JPAB,EPAB,DWPI 13 and (infliximab or etanercept) 1 L4 

11 same (influenza or viral or HIV or encephalitis or 
USPT,JPAB,EPAB,DWPI epilepsy or HTLV-I or reye$2 or neuralgia or herpes 348 L3 

or reflex adj sympathetic adj dystrophy or polio) 

11 and (influenza or viral or HIV or encephalitis or 
USPT,JPAB,EPAB,DWPI epilepsy or HTLV-I or reye$2 or neuralgia or herpes 1 037 L2 

or reflex adj sympathetic adj dystrophy or polio) 

(TNF or tumor adj necro$3 adj factor ot tumour adj 
USPT,JPAB,EPAB,DWPI necro$3 adj factor) adj5 (anatgonist or antibod$3 or 2111 U 

block$4 or inhibit$4) 
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INT-CL (IPC): A01N 43/54; A61K 0/00; A61K 31/00; A61K 31/435; A61K 31/44; A61K 
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RELATED -ACC-NO: 1997-153 912 



ABSTRACTED -PUB -NO: US 5753 6 66A 
BASIC -ABSTRACT: 

The use of 1 -alkyl -4 - ( thi ) oxo-naphthyridine-3 -carboxamide derivs. and 
-pyrido (2 , 3 -d) pyrimidine analogues of formula (I), their salts, solvates and/or 
hydrates in the mfr. of a medicament for treating disease states modulated by 
phosphodiesterase IV (PDE IV) or tumour necrosis factor (TNF) inhibition is new. 
Rl = 1-6C alkyl, 1-6C alkylcycloalkyl , 1-6C alkyl -heterocyclo, 1-6C alkylaryl or 
1-6C alkylheteroaryl all opt. substd. by 1 or more T, 1-6C alkyl or S02NR11R12; T 
= halo, 1-6C alkoxy, OH, CN, COOH (or its 1-6C alkyl ester or 1-6C alkylamide) or 
NR9R10; R3 = phenyl, pyridyl , thienyl, furyl, pyrazinyl, pyridazinyl, pyrimidinyl 
or 3 -IOC cycloalkyl all opt. fused to a carbocyclic or heterocyclic ring and both 
rings opt. substd. by T, 1-6C alkyl, 1-6C haloalkyl, S02NR11R12, aryl, heteroaryl, 
cycloalkyl or heterocyclo; Y = 0 or S ; X = CR5 or N; Q = CR7 or N; R4-R7 = H, T, 
or 1-6C alkyl (opt. substd. by T or S02NR11R12) ; or two adjacent R4-R7 gps. 
complete a 5- or 6-membered ring opt. contg . 1 or 2 heteroatoms; R9, RIO = H, 1-6C 
alkyl, aryl, heteroaryl, C0CF3 , S02CF3, cycloalkyl, 1-6C C alkylcarbonyl , aroyl, 
1-6C alkoxycarbonyl , aryl sulphonyl or 1-6C" alkyl sulphonyl ; or NR9R10 = 5- or 
6-membered ring e.g. pyrrolidino, piperidino, morpholino or pi'perazino; Rll, R12 = 
H, 1-6C alkyl or cycloalkyl; n = 0-3; provided that (1) at least 1 of X and Q = N; 
and (2) when R3 = substd. cyclohexyl and n = 1, the substituent is not COOH or its 
ester. Also claimed are cpds . (I) provided that when R3 is attached to (CH2)n at 
an aromatic atom, n = 1-3. 

USE - (I) are useful for treating disease states associated with proteins which 
mediate cellular activity. (I) are partic. useful for treating disease states 
associated with a function of PDE IV, eosinophil accumulation or function or TNF 
(esp. inflammatory or autoimmune disease) such as asthma, chronic bronchitis, 
atopic dermatitis, urticaria, allergic rhinitis, allergic conjunctivitis, vernal 
conjunctivitis, inflammation or allergic responses in the eye, eosinophilic 
granuloma, psoriasis, rheumatoid arthritis, gouty arthritis, arthritic conditions, 
ulcerative colitis, Crohn's disease, adult respiratory distress syndrome, diabetes 
insipidus, keratosis, atopic eczema, atopic dermatitis, cerebral senility, 
multi-inf arct dementia, senile dementia, memory impairment associated with 
Parkinson 1 s disease, depression, cardiac arrest, stroke, intermittent 
claudication, joint inflammation, rheumatoid spondylitis, osteoarthritis, sepsis, 
septic shock, endotoxic shock, Gram negative sepsis, toxic shock syndrome, 
cerebral malaria, chronic pulmonary inflammatory disease, pulmonary sarcoidosis, 
bone resorption disease, reperfusion injury, graft vs. host reaction, allograft 
rejection, malaria, myalgia, HIV, AIDS, ARC, cachexia, pyresis, systemic lupus 
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erythematosus, multiple sclerosis, type 1 diabetes mellitus, Bechet ' s disease, 
anaphylactoid purpura nephritis, chronic glomerulonephritis, inflammatory bowel 
disease, leukaemia or tardive dyskinesia (all claimed) . 

(I) are also useful as gastro-protectants and agents for treating yeast or fungal 
infections (claimed) (e.g. fungal meningitis). 

(I) can also be used to treat viruses sensitive to TNF inhibition e.g. HIV-1 , -2 
or -3 , cytomegalovirus , influenza, adenovirus, Herpes viruses (e.g. Herpes zoster 
and Herpes simplex) , feline immunodeficiency virus and other animal retroviruses 
such as equine infectious anaemia, caprine arthritis, visna virus, maedi virus and 
other lentiviruses . 

The excluded cpds. are disclosed in US4621088. 

Dose is 0.001-20 mg/kg/day. Admin, is oral, rectal, topical, parenteral or via the 
respiratory tract . 
ABSTRACTED - PUB - NO : 

WO 9704775A 
EQUIVALENT -ABSTRACTS : 

The use of l-alkyl-4- (thi) oxo-naphthyridine-3 -carboxamide derivs . and 
-pyrido (2 , 3 -d) pyrimidine analogues of formula (I), their salts, solvates and/or 
hydrates in the mfr. of a medicament for treating disease states modulated by 
phosphodiesterase IV (PDE IV) or tumour necrosis factor (TNF) inhibition is new. 
Rl = 1-6C alkyl, 1-6C alkylcycloalkyl , 1-6C alkyl-heterocyclo, 1-6C alkylaryl or 
1-6C alkylheteroaryl all opt. substd. by 1 or more T, 1-6C alkyl or S02NR11R12; T 
= halo, 1-6C alkoxy, OH, CN, COOH (or its 1-6C alkyl ester or 1-6C alkylamide) or 
NR9R10; R3 = phenyl, pyridyl, thienyl, f uryl , pyrazinyl, pyridazinyl, pyrimidinyl 
or 3 -10C cycloalkyl all opt. fused to a carbocyclic or heterocyclic ring and both 
rings opt. substd. by T, 1-6C alkyl, 1-6C haloalkyl, S02NR11R12, aryl, heteroaryl, 
cycloalkyl or heterocyclo; Y = O or S; X = CR5 or N; Q = CR7 or N; R4-R7 = H, T, 
or 1-6C alkyl (opt. substd. by T or S02NR11R12); or two adjacent R4-R7 gps . 
complete a 5- or 6-membered ring opt. contg . 1 or 2 heteroatoms; R9, RIO = H, 1-6C 
alkyl , aryl , heteroaryl , C0CF3 , S02CF3 , cycloalkyl , 1 -6C C alkylcarbonyl , aroyl , 
1-6C alkoxycarbonyl , arylsulphonyl or 1-6C alkyl sulphonyl ; or NR9R10 = 5- or 
6-membered ring e.g. pyrrolidino, piperidino, morpholino or piperazino; Rll, R12 = 
H, 1-6C alkyl or cycloalkyl; n - 0-3; provided that (1) at least 1 of X and Q = N; 
and (2) when R3 = substd. cyclohexyl and n = 1, the substituent is not COOH or its 
ester. Also claimed are cpds . (I) provided that when R3 is attached to (CH2)n at 
an aromatic atom, n = 1-3. 

USE - (I) are useful for treating disease states associated with proteins which 
mediate cellular activity. (I) are partic. useful for treating disease states 
associated with a function of PDE IV, eosinophil accumulation or function or TNF 
(esp. inflammatory or autoimmune disease) such as asthma, chronic bronchitis, 
atopic dermatitis , urticaria, allergic rhinitis, allergic conjunctivitis , vernal 
conjunctivitis, inflammation or allergic responses in the eye, eosinophilic 
granuloma, psoriasis , rheumatoid arthritis, gouty arthritis, arthritic conditions, 
ulcerative colitis, Crohn's disease, adult respiratory distress syndrome, diabetes 
insipidus , keratosis , atopic eczema , atopic dermatitis , cerebral senility, 
multi -infarct dementia, senile dementia, memory impairment associated with 
Parkinson's disease, depression, cardiac arrest, stroke, intermittent 
claudication, joint inflammation, rheumatoid spondylitis, osteoarthritis, sepsis, 
septic shock, endotoxic shock, Gram negative sepsis, toxic shock syndrome, 
cerebral malaria, chronic pulmonary inflammatory disease, pulmonary sarcoidosis, 
bone resorption disease, reperfusion injury, graft vs. host reaction, allograft 
rejection, malaria, myalgia, HIV, AIDS, ARC, cachexia, pyresis, systemic lupus 
erythematosus, multiple sclerosis, type 1 diabetes mellitus, Bechet 1 s disease, 
anaphylactoid purpura nephritis, chronic glomerulonephritis, inflammatory bowel 
disease, leukaemia or tardive dyskinesia (all claimed) . 

(I) are also useful as gastro-protectants and agents for treating yeast or fungal 
infections (claimed) (e.g. fungal meningitis). 

(I) can also be used to treat viruses sensitive to TNF inhibition e.g. HIV-1, -2 
or -3 , cytomegalovirus, influenza, adenovirus, Herpes viruses (e.g. Herpes zoster 
and Herpes simplex) , feline immunodeficiency virus and other animal retroviruses 
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such as equine infectious anaemia, caprine arthritis, visna virus, maedi virus and 
other lentiviruses . 

The excluded cpds . are disclosed in US4621088. 

Dose is 0.001-20 mg/kg/day. Admin, is oral, rectal, topical, parenteral or via the 
respiratory tract . 

TITLE-TERMS: NEW ALKYL DI HYDRO OXO N SUBSTITUTE NAPHTHYRIDINE CARBOXAM I DE 
DERIVATIVE TREAT CONDITION MODULATE PHOSPHODIESTERASE IV TUMOUR NECROSIS FACTOR 

ADDL- INDEXING -TERMS : 
PYRROLO PYRIMIDINE 

DERWENT-CLASS : B02 C02 

CPI-CODES: B06-D02; C06-D02; B06-D06; C06-D06; B14-C03; C14-C03; B14-C09B; 
C14-C09B; B14-G02A; C14-G02A; B14-G02D; C14-G02D; B14-K01; C14-K01; B14-N17C; 
C14-N17C; B14-S04; C14-S04; 

CHEMICAL-CODES: 

Chemical Indexing M2 *01* 
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L941 
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M211 
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M231 


M232 
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M331 
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M512 
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P433 


P444 


P446 
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P616 


P738 


P816 


P820 


P922 


P924 


P943 


V813 





Ring Index 
01605 01681 01683 
Markush Compounds 
199713-40701-U 



SECONDARY -ACC-NO : 

CPI Secondary Accession Numbers: C1997-046367 
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